Supporting Information for:
Mechanistic models fit to variable temperature calorimetric data provide insights into cooperativity Supporting Figure 4 . Global fit to experimental data using phenomenological model consisting of two independent binding modes. Integrated enthalpic heats per injection (black circles) at different temperatures are globally fit (green lines) using the model parameters n 1 = 1.41, ΔG 1 = -9.24 kcal/mol, ΔH 1 = -7.50 kcal/mol, ΔC p,1 = 0.303 kcal/mol/K, n 2 = 9.19, ΔG 2 = -9.20 kcal/mol, ΔH 2 = -20.5 kcal/mol, and ΔC p,2 = -0.504 kcal/mol/K. Residuals from the fit are shown below each isotherm. 07 (9.35 (8.16 (11.00 (6.52 (24.10 (13.93 (0.58 (0.36 (0.58 (0.19 0.30 2.01 2 (1.65 (1.17 (9.49 (8.26 (9.79 (5.40 (22.90 (12.81 (0.55 (0.32 (0.55 (0.14 ( (8.06 (7.29 ( ( (22.21 (20.10 ( ( (0.44 (0.36 2.36 8.11 1 (0.48 (0.44 (8.54 (7.73 1.30 1.76 (20.91 (18.34 Supporting Figure 6 . Chi-square error surfaces for the three ∆G parameters of model NN-na. To generate the one-dimensional error surfaces for ∆G 0 , ∆G oe , or ∆G oo , they are individually fixed to values in the outlined cells (shown here relative to the best-fit value, in kcal/mol), while the remaining model parameters are freely optimized. The final optimized value relative to the overall best-fit values for the remaining parameters are shown, and colored blue to red for positive or negative changes, respectively. The average χ 2 goodness-of-fit to experimental data deteriorates as the fixed parameter increases or decreases from its optimum value (graph on the right). The chi-square cutoff used to determine the ±1 S.D. confidence interval is shown as a dashed red line.
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Supporting Figure 7.
Chi-square error surfaces for the three ∆H parameters of the non-additive model NN-na. To generate the one-dimensional error surfaces for ∆H 0 , ∆H oe , or ∆H oo , they are individually fixed to values in the outlined cells (shown here relative to the best-fit value, in kcal/mol), while the remaining model parameters are freely optimized. The final optimized value relative to the overall bestfit values for the remaining parameters are shown, and colored blue to red for positive or negative changes, respectively. The average χ 2 goodness-of-fit to experimental data deteriorates as the fixed parameter increases or decreases from its optimum value (graph on the right). The chi-square cutoff used to determine the ±1 S.D. confidence interval is shown as a dashed red line. Figure 8 . Chi-square error surfaces for the three ∆C p parameters of model NN-na. To generate the one-dimensional error surfaces for ∆C p,0 , ∆C p,oe , or ∆C p,oo , they are individually fixed to values in the outlined cells (shown here relative to the best-fit value, in kcal/mol•K), while the remaining model parameters are freely optimized. The final optimized value relative to the overall bestfit values for the remaining parameters are shown, and colored blue to red for positive or negative changes, respectively. The average χ 2 goodness-of-fit to experimental data deteriorates as the fixed parameter increases or decreases from its optimum value (graph on the right). The chi-square cutoff used to determine the ±1 S.D. confidence interval is shown as a dashed red line. 
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